is Wnt-1 itself, which promotes tumorigenesis when ec-1 DNA Way topically expressed in the murine mammary gland. As South San Francisco, California 94080 a secreted ligand, Wnt activates frizzled, a cell surface receptor that engages the intracellular protein disheveled that in turn interferes with glycogen synthase kinase The targeted destruction of proteins is a highly con-3␤ (GSK3␤). This is the serine/threonine kinase that served process employed by cells to regulate a number phosphorylates those all-important residues in the reguof vital functions (Tyers and Willems, 1999). The translatory sequence of ␤-catenin. The kinase does not act port of nutrients, the timing of the cell cycle, gene tranalone, but is assembled along with ␤-catenin and APC scription, signal transduction, senescence, and apoptoon Axin, a cytoplasmic protein containing independent sis are all controlled at some level by the intentional binding sites for all three of these proteins. The exact destruction of the proteins regulating these activities. It relationship of these molecules to each other is unclear, is not surprising then that certain pathological states but it is thought that APC activates Axin in a manner that are attributable to defects in the molecules responsible facilitates the phosphorylation of ␤-catenin by GSK3␤. for the recognition and destruction of specified targets.
It seems quite apparent from the bulk of the work presented in the two papers that Siah-1 impacts upon Siah-1 in these assays. What remained was to connect Siah-1 to an E3 component that would directly recognize ␤-catenin signaling. Is this new pathway for the destruction of ␤-catenin independent of that which has been pre-␤-catenin. A likely suspect was ␤-TrCP, but this F box protein failed to coimmunoprecipitate with Siah-1, deviously described? Not entirely, because both pathways are dependent upon the APC tumor suppressor. A key spite the presence of Skp1 in the Siah-1 immune complex. Enter Ebi, an F box protein that was linked to distinction, though, is that the two pathways utilize different F box proteins for the recognition of the substrate Sina and the destruction of Tramtrack through genetic analysis of the R7 phenotype in flies (Dong et al., 1999) .
␤-catenin. This latter point raises an important issue in that the F box protein Ebi, unlike ␤-TrCP, does not reIndeed, when Ebi was coexpressed with Siah-1, SIP, and Skp1, the whole crew was fished out of the cell quire phosphorylation of the ␤-catenin amino terminal regulatory sequence for recognition. The implication, lysates upon recovery of Ebi by immunoprecipitation. By contrast, ␤-TrCP netted only Skp1 when tested under which is supported by both papers, is that the Siah-1 system has the capacity to destroy oncogenic forms of the same conditions. The demonstration that a deletion mutant of Ebi lacking the F box interfered with the down-␤-catenin, which escape recognition by ␤-TrCP. In particular, the activation of p53, a.k.a. normally to day 6.5 p.c., but the persistence of maternal ␤-catenin could account for this. At minimum, the dethe guardian of the genome, has been shown to promote the expression of Siah-1 (Amson et al., 1996) . Indeed, struction of ␤-catenin can be considered as one facet in the panoply of emergency alerts triggered by p53. the papers by Matsuzawa 
